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In the Claims 



Please amend the claims according to the claim listing provided below. 



Marked-up Copy: 



1 . (original) A compound of Formula (I) : 




or a pharmaceutical^ acceptable salt, hydrate or solvate thereof, 
wherein: 

R x is H or Ci_6 alkyl; 

R 2 is H, halogen, C M alkyl or haloalkyl; and 
A) R 3 is aryl, C3-7 cycloalkyl, C 3 . 7 cycloalkenyl, heteroaryl, C 3 . 7 
heterocycloalkyl or C 3 . 7 heterocycloalkenyl wherein each are optionally substituted with 1 to 
5 substituents selected from the group consisting of Ci^ acyloxy, C 2 _6 alkenyl, Ci_6 alkoxy, 
Ci^ alkyl, Ci_6 alkylcarboxamide, C 2 -6 alkynyl, alkylsulfonamide, alkylsulfinyl, Ci^ 
alkylsulfonyl, Ci^ alkylthio, Ci^ alkylureyl, Ci_ 6 alkylamino, amino, aryl, substituted aryl, 
carbo-Ci-6-alkoxy, carboxamide, cyano, C 3 . 7 cycloalkyl, C 2 _ 6 dialkylamino, C 2 _6 
dialkylcarboxamide, C 2 . 6 dialkylsulfonamide, halogen, Q_6 haloalkoxy, Ci_6 haloalkyl, 
haloalkylsulfinyl, haloalkylsulfonyl, haloalkylthio, heteroaryl, substituted 
heteroaryl, hydroxyl, nitro and thiol; and 

R4 is selected from the group consisting of H, ethyl, n-propyl, C4.6 alkyl and 
Ci_6 haloalkyl wherein each are optionally substituted with 1 to 5 substituents selected from 
the group consisting of Ci_ 6 acyloxy, C 2 -e alkenyl, Ci_ 6 alkoxy, Ci^ alkylcarboxamide, C 2 ^ 
alkynyl, alkylsulfonamide, Ci. 6 alkylsulfinyl, C\s alkylsulfonyl, Ci^ alkylthio, C]^ 
alkylureyl, Ci^ alkylamino, amino, carbo-Ci^-alkoxy, carboxamide, cyano, C 3 . 7 cycloalkyl, 
C 2 _6 dialkylamino, dialkylcarboxamide, C 2 -e dialkylsulfonamide, halogen, Ci_6 
haloalkoxy, Ci_6 haloalkyl, haloalkylsulfinyl, Ci_6 haloalkylsulfonyl, Ci^ haloalkylthio, 
hydroxyl, nitro and thiol; or 

R4 is C 3 _6-cycloalkyl optionally substituted with 1 to 5 substituents selected 
from the group consisting of acyloxy, C 2 _6 alkenyl, alkoxy, Ci. 6 alkyl, 
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alkylcarboxamide, C 2 * alkynyl, Ci^ alkylsulfonamide, alkylsulfinyl, Ci^ alkylsulfonyl, 
Ci^ alkylthio, C 1j6 alkylureyl, Ci_<> alkylamino, amino, carbo-Ci_6-alkoxy, carboxamide, 
cyano, C 3 . 7 cycloalkyl, C 2 _6 dialkylamino, C 2 -6 dialkylcarboxamide, C 2 -6 dialkylsulfonamide, 
halogen, Ci_6 haloalkoxy, Ci_6 haloalkyl, Ci^ haloalkylsulfinyl, Ci^ haloalkylsulfonyl, Ci^ 
haloalkylthio, hydroxyl, nitro and thiol; 
or 

B) R 3 is a substituted phenyl, 2-chlorophenyl, 3-chlorophenyl, naphthyl, C 3 _ 7 
cycloalkyl, C3.7 cycloalkenyl, heteroaryl, C 3 . 7 heterocycloalkyl or C 3 . 7 heterocycloalkenyl 
wherein said 2-chlorophenyl, 3-chlorophenyl, naphthyl, C 3 . 7 cycloalkyl, C 3 . 7 cycloalkenyl, 
heteroaryl, C 3 . 7 heterocycloalkyl and C 3 . 7 heterocycloalkenyl are optionally substituted with 
1 to 5 substituents selected from the group consisting of acyloxy, C 2 _6 alkenyl, Ci^ 
alkoxy, alkyl, Ci_6 alkylcarboxamide, C 2 ^ alkynyl, Ci^ alkylsulfonamide, 
alkylsulfinyl, Ci. 6 alkylsulfonyl, Ci^ alkylthio, alkylureyl, Ci^ alkylamino, amino, aryl, 
substituted aryl, carbo-C^-alkoxy, carboxamide, cyano, C 3 . 7 cycloalkyl, C 2 _6 dialkylamino, 
C 2 -6 dialkylcarboxamide, C 2 ^ dialkylsulfonamide, halogen, haloalkoxy, Ci^ haloalkyl, 
Ci^ haloalkylsulfinyl, haloalkylsulfonyl, Ci_6 haloalkylthio, heteroaryl, substituted 
heteroaryl, hydroxyl, nitro and thiol; and 

R4 is selected from the group consisting of H, Ci^ alkyl, C^-cycloalkyl and 
Q_6 haloalkyl wherein each are optionally substituted with 1 to 5 substituents selected from 
the group consisting of acyloxy, C 2 ^ alkenyl, Ci^ alkoxy, alkyl, Ci^ 
alkylcarboxamide, C 2 _6 alkynyl, alkylsulfonamide, Ci^ alkylsulfinyl, Q.6 alkylsulfonyl, 

alkylthio, Ci^ alkylureyl, alkylamino, amino, carbo-Ci^-alkoxy, carboxamide, 
cyano, C 3 . 7 cycloalkyl, C 2 _6 dialkylamino, C 2 ^ dialkylcarboxamide, C 2 . 6 dialkylsulfonamide, 
halogen, Ci_6 haloalkoxy, Ci_6 haloalkyl, haloalkylsulfinyl, haloalkylsulfonyl, Ci_6 
haloalkylthio, hydroxyl, nitro and thiol. 

2. (original) The compound according to claim 1 wherein R x is Q.6 alkyl. 

3. (original) The compound according to claim 1 wherein is methyl or ethyl. 

4. (original) The compound according to claim 1 wherein R x is H. 

5. (amended) The compound according to claim 1 any one of claims 1 to 1 wherein R 2 is H. 
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. . . . ■ i „, annc nfclnimi 1 fn< * wherein Pm is Ci^ 

6. (amended) The compound according to claimi aff^et^s™ 

alkyl. 

j. ..I-... i. aw mm ufulnim-. 1 to § wherein is methyl. 

7. (amended) The compound according to claimj any one ctaw^-t-^ 

, . . . c ,.„■, mm nfulnim-. Itn 5 wherein Pm is ethyl. 

8. (amended) The compound according to claim* any^e^aamis-i-^ 

* . . „, •_ i ,,„ m nn r of clnm ri 1 wherein Pm is 

9. (amended) The compound according to claimi any one 



haloalkyl. 



10. (amended) The com] 
trifluoromethyl. 



«. , i I q one uf ehms 1 to § wherein T*i is 
L pound according to claims *uiy unuuitn 



„ (amended) The compound aocordtog .o ^ R ' B 

11. (amended) P cvc ,oalkvl Ccyctalkenylorheteroaryl, wherem 

substilnted phenyl, 3-cUorophenyl, C, cycloalkyl, cy ' 

,., c i r ^vdnalkvl C„ cycloalkenyl and heteroaryl are optionally 
said 3-clilorophenyl, Cm cycloalKyl, 1*7 ay 

substituted wrth 1 to 5 substituents selected from the group conststtng of M Cm 
alkoxy, Cm alkyl, aryl, eyano, halogen, C„ haloalkyl and heteroaryl. 

12 . (amended, The corned according « d*l anyWa***^ "herenr R, Is mteny! 



optionally substituted with C« alkyl, halogen or haloalkyl, 

„ (amended, Tm^^.^-*-*-^"^ 
optionally substituted win, tnelhyl, ethyl, F, CI, Br, 1 or tnfluoromethyl. 

,4 (amended, The compound according to cMml «yW*»^ wherein R, is 

pbeny,, 3-rodo-pbeny,, 3-cmoro.phenyl, 3-Ouoro-phenyl, SM-»fMJ-* >" 
lyl-phenyl, 3. t n fl uo ro methy>-phe„y>, 4-nu^ta* 2-fluoro-phenyl, 3,4-d,(,uom 
SJ , 2,Id,fluoro-phenyl, 2,6^0-pheny,, 2,«,ch,oro.phe„yl, 3-me,hoxy^y 
Islhl^phenyl, 3-cy.no-pheny,, B-hex-l-enyl-phenyl and 3-vmy,. 

phenyl. 
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,5 (amended) The compound according to fiteiSLl m' ) « » " "™ ' » 
5-methyl-thiophen-3-yl. 

, . . „i •_ i aim nnc ofijlninr 1 tn 10 wherein R 3 is 
16 (amended) The compound according to claiml W one cmin* 

• w^frvdnhex-l-envl cyclopent-l-enyl andcyclopentyl. 
selected from the group consisting of cyclonex l-enyi, W v 

17. (original) The compound according to claim 1 wherein: 

R, is H; 
R 2 is H; 

R4 is C w alkyl or C w haloalkyl; and 

R 3 is substituted phenyl, 3-chlorophenyl, C, 7 cycloalkyl, C, 7 cycloalkenyl or 
heteroaryl, wherein said 3-chlorophenyl, C, 7 cycloalkyl, C 3 . 7 cycloalkenyl and heteroaryl are 
optionally substituted with 1 to 5 substituents selected from the group consisting of C» 
alkenyl, Cm alkoxy, Cm alkyl, aryl, cyano, halogen, C* haloalkyl and heteroaryl. 

18. (original) The compound according to claim 1 wherein: 

Ri is H; 
R 2 is H; 

R4 is methyl, ethyl or ttifluoromethyl; and 

R 3 is selected from the group consisting of biphenyl-3-yl, 3-thiophen-2-yl-phenyl, 3- 
bromo-phenyl, 3-iodo-phenyl, 3-chloro-phenyl, 3-fluoro-phenyl, 3,5-difluoro-phenyl, m- 
tolyl 3-ediyl-phenyl, 3-tnfluoromemyl-phenyl, 3,4-difluoro-phenyl, 2,4-difluoro-phenyl, 
2 ^ifluoro-phenyl, 2,5-dichloro-phenyl, 3-methoxy-phenyl, 3,5-dichloro-phenyl, 3-cyano- 
phenyl, 3-propenyl-phenyl, 3-hex-l-enyl-phenyl and 3-vinyl-phenyl. 

19. (original) The compound according to claim 1 wherein: 

Ri is H; 
R 2 is H; 

R4 is methyl, ethyl or trifluoromethyl; and 

R 3 is thienyl optionally substituted with C w alkyl or halogen. 
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20. (original) The compound according to claim 1 wherein: 

R, is H; 
R 2 is H; 

R4 is methyl, ethyl or trifluoromethyl; and 

R 3 is selected from the group counting of thiophen-3-yl, tMophen-2-yl, 4-bromo- 
fciophen-2-yl, 5-methyl-miophen-2-yl, S-chloro-thiophen^, W-"- 4 "^^^ 

thiophen-2-yl and 5-methyl-tWophen-3-yl. 

The compound according to claitn 1 selected from the group conaishng of: 
^ohcx-i-enyl^methyM^^ 

.Medvyl^x^cfben-S-yl^l^^^ 1 '' «* «"W 
j . Me n,yl^o. 5 *i<^2-ylA5^drc-tan.2 < a*oxyUc acid ntefltyl ester; 

S^Br^^hen^S-n^l^x^^^^xytaacrd 



21. (original) 



5 
5 
5 



methyl ester; 



S^BroMc^opban-^-n^yl^S^^^icaoi* 



methyl ester; 



5 W5<5-n^yl*ophen-2-y l ^,5*yd^^^^ 
S^oro^ophen^S-n^l^^^nrran^xyltcaad 

methyl; ester; 

5 ^olo P ».-l<nyl-5-me%l^xo^ihy*o-furan-2^boxyl,cactd 
5.B,ph=nyl-3.y.-5-nteu,yl^xo4, 5 *ydro.^arb„xy lte acid cs«r, 

SW^o-S^ophon^y^ 

methyl ester; 



ester; 

5 



s^B^Ftoy^"^^- 5 ^^ 9 ^ 2 " 3 * 0 ^ lcid mthyl 

^^Bronto-phenylVS-mentyM^^ihydro-furan^a^xyUcactt 



5-(3-momo-pncn > yir^ AilVM v* ■ ' 

5 K 3-Iodo-phenyl)-5<nemyH^ 
5<3 ^oro-phen y l)-5^^^ 

S^-Ruorc-phenyl)^^^^ aCld '' „ 

5^,5-Difluoro^^^ 

S-Melhyl^xo-S-m^olyl^ihydro-furan^arboxylicac^ 
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5-MethyM<>xo-5^3-trifluoromethyl-phenyl)^ acid; 
5-(5<]hloro-thiophen-2-yl)-5-methyMK)xo4 5 5Klihydro-fur^ acid; 

and 

5-MethyMK>xo-5-tWophen-2-yM,5Kiihydro-furan-2K:arboxylic acid; or 
a pharmaceutically acceptable salt, hydrate or solvate thereof. 

22. (original) The compound according to claim 1 selected from the group consisting of: 

5 -(5 -Bromo-thiophen-3 -yl)-5 -methyl-4-oxo-4 , 5 -dihydro-fiiran-2-carboxylic acid 
methyl ester; 

S^S-Bromo-thiophen-S-y^-S-methyM^xo^^KiihydrcHfuran^-carboxylic acid; 
5^5^hloro-tWophen-3-yl)-5-methyMK)xo^,5^^ acid 
methyl ester; 

5-(5-Chloro4Wophen-3-yl)-5-methyM<>xo^,5^ihycfrcHfuran-2-carboxylic acid; 
5 -(4-Bromo-5 -methyl-thiophen-2-yl)-5 -methyl-4-oxo-4,5 -dihydro-fliran-2- 
carboxylic acid; 

5-MethyMK)xo-5-thiophen-3-yM,5Kiihydro-furan-2-carboxylic acid; 
5-(4-Fluoro-phenyl)-5-methyMH)xo^,5^ihydro-furan-2-carboxylic acid; 
5-MethyMK)xo-5-pyridin-3-yM,5^ihydro-furan-2-carboxylic acid; 
5-Ethyl-4-oxo-5-phenyl-4,5-dihydro-furan-2-carboxylic acid; 
5-(2-Fluoro-phenyl)-5-methyM^xo^ 5 5Kiihydro-furan-2-carboxylic acid; 
2-Methyl-3-oxo-2,3-dihydro-[2,2']bifuranyl-5-carboxylic acid; 
5-(3 ) 4-Difluoro-phenyl)-5-methyMH^xo^,5^ihycko-furan-2-carboxylic acid; 
5-(2,4-Difluoro-phenyl)-5-methyMK)xo^,5^ihydro-fiiran-2-carboxylic acid; 
5-(2,6-Difluoro-phenyl)-5-methyMK)xo^,5^ihydro-furan-2-carboxylic acid; 
5-(2,5-Dichloro-phenyl)-5-methyM<»xo^ 5 5Kiihydro-furan-2-carboxylic acid; 
5 -(3 -Methoxy-phenyl)-5 -methyl-4-oxo-4,5 -dihydro-furan-2~carboxylic acid; 
5-Methyl-4-oxo-5-m-tolyM,5-dihydro-fliran-2-carboxylic acid methyl ester; 
5-(3-Ethyl-phenyl)-5-methyM^xo-4,5-dihydro-furan-2-carboxylic acid methyl 

ester; 

5-Cyclohex-l^nyl-5-methyl4H3xo-4,5-dihydro-furan-2-carboxylic acid methyl 

ester; 

5 -(3 , 5 -Dichloro-phenyl)-5 -methyl-4-oxo-4,5 -dihydro-furan-2-carboxylic acid 
methyl ester; 

5 -(3 ,5 -Dichloro-phenyl)-5 -methyl-4-oxo-4,5 -dihydro-furan-2-carboxylic acid; 
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5^odo- P he*yl)-5^^ mCthyl 



ester; 



ester; 



W*top«tf^^ addmethyl 

s^ciopentvi-s-memyi^*^ ac,d; 

5 <3^o-phenyl)-5^^ add ^ 

5<4-Bromo-5-methyl-m^^^^ 

carboxylic acid methyl ester; 

5-Biphenyl-3-yl-5<nemyl^^ 

S-U-Hex^ylVpheny^^ 

5-Memyl-5<4-methyl^^ 

methyl ester; 

5-MemyMK>xo-5<3-vmyl^^ 

5-Methyl-5K4- m ethy^^ 

4-Oxo-5-phenyl-5-tnfluo^ ac ld ; or 

a pharmaceutical acceptable salt, hydrate or solvate thereof. 

23. (amended) The compound according to d^i ^^^" d 

compound is essentially the R enantiomer. 

a ■ „ ^ „i oim 1 mw-eae of clni nn 1 te 32 wherein said 

24. (amended) The compound according to claiml aay-eae uiu 

compound is essentially the S enantiomer. 

25 (amend*) Apta.naceu^co^os.tionco^nshgacompo^accordtag.o.nyoneof 

claims ifflilTtoM 4*34 in combination with a phanuaceuhcally acceptable earner. 

26 (ongina.) A phannaceuuca, common according * data 25 tehee composing an agen, 

Reeled tat me group consisting of a-glucosidase mhibitor, aldose reductase mhrbrtor, 
biguanide, HMG-CoA reductase inhibitor, squatae synthesis mhibitor, ftbrate, LDL 
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catabolism enhancer, angiotensin converting enzyme inhibitor, insulin secretion enhancer 
and thiazolidinedione. 

27 (amended) A method of treatment of a metabolic-related disorder comprising administering 

to an individual in need of such treatment a therapeutically-effective amount of a 
compound according to claim 1 my-* 
o ompooition u f claim 25 or 26. 

28 (original) The method according to claim 27 wherein said metabohc-related disorder is 

selected from the group consisting of dyslipidemia, atherosclerosis, coronary heart disease, 
insulin resistance, obesity, impaired glucose tolerance, atheromatous d 1S ease, hypertension, 
stroke, Syndrome X, heart disease and type 2 diabetes. 

29 (original) The method according to claim 27 wherem said metabolic-related disorder is 

selected from the group consisting of dyslipidenria, amerosclerosis, coronary heart d 1S ease, 
insulin resistance and type 2 diabetes. 

30. (original) The method accordmg to claim 27 wherem said metabohc-related disorder is 
atherosclerosis. 

31 (amended) A method of modulating a RUP25 receptor comprising contacting said receptor 

with a compound according to claimi a a, o n e of clam, 1 t o^^maeeut^ 
oompooition of claim 25 or 2 6. 

32 (amended) A method of modulating a RUP25 receptor for the treatment of a metabolic-related 

disorder in an individual in need of such modulation comprising contacting said receptor 
with a therapeutically-effective amount of a compound according to dahnl any^ef 
etes 1 to 21 orapha i niaceu tirnl eempes&en nMnim 2 5 nr?6. 

33. (amended) The method according to claim 1U* 32 wherem said compound is an agonist. 

34. (original) The method according to claim 33 wherein said agonist is a partial agonist. 
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35 (amended) A method of raising HDL in an individual comprising administering to said 

individual a therapeutically-effective amount of a compound according to clajmj. ^ 
o kiu u 1 te 21 or a r hn ri u a o eutical co m p ujil i ui i u f cl aim 2 § n r 36 . 

Claims 36 to 47 are cancelled. 

48 (amended) A method of producing a pharmaceutical composition comprising admixing a 

compound according to daiml an^ne^te«s-Me44 and a pharmaceutical* acceptable 

carrier. 



Clean Copy: 



1 (original) A compound of Formula (I): 

O 



Ri 



a) 

or a pharmaceutically acceptable salt, hydrate or solvate thereof, 

wherein: 

R, is H or Cm alkyl; 

R 2 is H, halogen, C M alkyl or C M haloalkyl; and 
A) R 3 is aryl, C 3 . 7 cycloalkyl, C 3 . 7 cycloalkenyl, heteroaryl, C 3 . 7 
heterocycloalkyl or C 3 . 7 heterocycloalkenyl wherein each are optionally substituted with 1 to 
5 substituents selected from the group consisting of Cm acyloxy, C 2 . 6 alkenyl, Cm alkoxy, 
Cm alkyl, Cm alkylcarboxamide, C 2 , alkynyl, Cm alkylsulfonamide, Cm alkylsulfinyl, 
alkylsulfonyl, Cm alkylthio, Cm alkylureyl, Cm alkylamino, amino, aryl, substituted aryl, 
carbo-CM-alkoxy, carboxamide, cyano, C 3 . 7 cycloalkyl, Cm dialkylamino, Cm 
dialkylcarboxamide, Cm dialkylsulfonamide, halogen, Cm haloalkoxy, Cm haloalkyl, Cm 
haloalkylsulfinyl, Cm haloalkylsulfonyl, Cm haloalkylthio, heteroaryl, substituted 

heteroaryl, hydroxyl, nitro and thiol; and 

R< is selected from the group consisting of H, ethyl, n-propyl, C« alkyl and 
Cm haloalkyl wherein each are optionally substituted with 1 to 5 substituents selected from 
the group consisting of Cm acyloxy, Cm alkenyl, Cm alkoxy, Cm alkylcarboxamide, Cm 
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alkynyl, Ci^ alkylsulfonamide, Ci^ alkylsulfinyl, Ci^ alkylsulfonyl, C\* alkylthio, 
alkylureyl, alkylamino, amino, carbo-C^-alkoxy, carboxamide, cyano, C3.7 cycloalkyl, 

dialkylamino, dialkylcarboxamide, C 2 _6 dialkylsulfonamide, halogen, Ci_6 
haloalkoxy, Ci^ haloalkyl, haloalkylsulfinyl, Ci^ haloalkylsulfonyl, Ci_6 haloalkylthio, 
hydroxyl, nitro and thiol; or 

R4 is C 3 ^-cycloalkyl optionally substituted with 1 to 5 substituents selected 
from the group consisting of acyloxy, C 2 -6 alkenyl, alkoxy, Ci_6 alkyl, 
alkylcarboxamide, C 2 ^ alkynyl, Ci^ alkylsulfonamide, Ci^ alkylsulfinyl, alkylsulfonyl, 
Ci^ alkylthio, alkylureyl, alkylamino, amino, carbo-C^-alkoxy, carboxamide, 
cyano, C3.7 cycloalkyl, C 2 -6 dialkylamino, C 2 _6 dialkylcarboxamide, C 2 ^ dialkylsulfonamide, 
halogen, C 1j6 haloalkoxy, Ci^ haloalkyl, Ci^ haloalkylsulfinyl, Ci^ haloalkylsulfonyl, Ci_6 
haloalkylthio, hydroxyl, nitro and thiol; 
or 

B) R 3 is a substituted phenyl, 2-chlorophenyl, 3-chlorophenyl, naphthyl, C 3 . 7 
cycloalkyl, C 3 . 7 cycloalkenyl, heteroaryl, C 3 . 7 heterocycloalkyl or C 3 _ 7 heterocycloalkenyl 
wherein said 2-chlorophenyl, 3-chlorophenyl, naphthyl, C 3 . 7 cycloalkyl, C 3 . 7 cycloalkenyl, 
heteroaryl, C 3 . 7 heterocycloalkyl and C 3 . 7 heterocycloalkenyl are optionally substituted with 
1 to 5 substituents selected from the group consisting of acyloxy, C 2 ^ alkenyl, Ci^ 
alkoxy, Ci^ alkyl, alkylcarboxamide, C 2 _6 alkynyl, Q_6 alkylsulfonamide, Ci^ 
alkylsulfinyl, Ci_ 6 alkylsulfonyl, Ci_$ alkylthio, Ci_6 alkylureyl, Ci^ alkylamino, amino, aryl, 
substituted aryl, carbo-C^-alkoxy, carboxamide, cyano, C 3 _ 7 cycloalkyl, C 2 ^ dialkylamino, 
C 2 _6 dialkylcarboxamide, C 2 -e dialkylsulfonamide, halogen, haloalkoxy, Ci_ 6 haloalkyl, 
Ci^ haloalkylsulfinyl, Ci^ haloalkylsulfonyl, Ci^ haloalkylthio, heteroaryl, substituted 
heteroaryl, hydroxyl, nitro and thiol; and 

R4 is selected from the group consisting of H, Ci_$ alkyl, C 3 ^-cycloalkyl and 
Ci_6 haloalkyl wherein each are optionally substituted with 1 to 5 substituents selected from 
the group consisting of Ci^ acyloxy, C 2 . 6 alkenyl, alkoxy, Ci_6 alkyl, 
alkylcarboxamide, C 2 * alkynyl, Ci^ alkylsulfonamide, C U6 alkylsulfinyl, alkylsulfonyl, 
Ci^ alkylthio, Ci^ alkylureyl, Ci^ alkylamino, amino, carbo-Ci^-alkoxy, carboxamide, 
cyano, C 3 . 7 cycloalkyl, C 2 _6 dialkylamino, C 2 _6 dialkylcarboxamide, C 2 * dialkylsulfonamide, 
halogen, Ci_6 haloalkoxy, Ci^ haloalkyl, Ci_6 haloalkylsulfinyl, Ci_6 haloalkylsulfonyl, 
haloalkylthio, hydroxyl, nitro and thiol. 

2. (original) The compound according to claim 1 wherein R x is Ci^ alkyl. 
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3. (original) The compound according to claim 1 wherein R, is methyl or ethyl. 

4. (original) The compound according to claim 1 wherein R, is H. 

5 . (amended) The compound according to claim 1 wherein R 2 is H. 

6. (amended) The compound according to claim 1 wherein R< is Cm alkyl. 

7. (amended) The compound according to claim 6 wherein R4 is methyl. 



8 



. (amended) The compound according to claim 6 wherein R4 is ethyl. 



9. (amended) The compound according to claim 1 wherein R4 is C» haloalkyl. 

10. (amended) The compound according to claim 9 wherein P. is trifluoromethyl. 

1 1 (amended) The compound according to claim 1 wherdn R 3 is substituted phenyl, 3- 

chlorophenyl, C 3 , cycloalkyl, C, 7 cycloalkenyl or heteroaryl, wherem «kl 3-chlorophenyl, 
C 3 7 cycloalkyl, C, 7 cycloalkenyl and heteroaryl are optionally substituted wrth 1 to 5 
substituents selected from the group consisting of C, 6 alkenyl, C,, alkoxy, C» alkyl, aryl, 
cyano, halogen, C w haloalkyl and heteroaryl. 

12. (amended) The compound according to claim 1 wherein R 3 is thumyl optionally substituted 

with C w alkyl, halogen or C,* haloalkyl. 

13. (amended) The compound according to claim 1 wherein R 3 is duenyl optionally substituted 

with methyl, ethyl, F, CI, Br, I or trifluoromethyl. 

14 (amended) The compound accordmg to claim 1 where* R 3 is selected from the group 

consisting of biphenyl-3-yl, 3-thiophen-2-yl-phenyl, 3-bromo-phenyl, 3-iodo-phenyl, 3- 
chloro-phenyl, 3-fluoro-phenyl, 3,5-difluoro-phenyl, m-tolyl, 3-ethyl-phenyl, 3- 
mfluoromethyl-phenyl, 4-fluoro-phenyl, 2-fluoro-phenyl, 3,4^fluoro-phenyl, 2,4-dafluoro- 
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phenyl, 2,6-difluoro-phenyl, 2,5-dichloro-phenyl, 3-methoxy-phenyl, 3,5-dichloro-phenyl, 
3-cyano-phenyl, 3-propenyl-phenyl, 3-hex-l-enyl-phenyl and 3-vinyl-phenyl. 

15. (amended) The compound according to claim 1 wherein R 3 is selected from the group 

consisting of thiophen-3-yl, thiophen-2-yl, 4-bromo-thiophen-2-yl, 5 -methyl -thiophen-2-yl, 
5 -chl oro- thiophen-2 -y 1 , 5 -bromo-thiophen-3 -yl , 5-chloro-thiophen-3-yl, 4-bromo-5 -methyl - 
thiophen-2-yl, pyridin-3-yl, furan-2-yl, 4-methyl-thiophen-2-yl and 5 -methyl-thiophen-3 -yl . 

16. (amended) The compound according to claim 1 wherein R 3 is selected from the group 

consisting of cyclohex-l-enyl, cyclopent-l-enyl and cyclopentyl. 

17. (original) The compound according to claim 1 wherein: 

R, is H; 
R 2 is H; 

R4 IS alkyl or Ci_6 haloalkyl; and 

R 3 is substituted phenyl, 3-chlorophenyl, C 3 . 7 cycloalkyl, C 3 . 7 cycloalkenyl or 
heteroaryl, wherein said 3-chlorophenyl, C 3 _ 7 cycloalkyl, C 3 . 7 cycloalkenyl and heteroaryl are 
optionally substituted with 1 to 5 substituents selected from the group consisting of C 2 _6 
alkenyl, alkoxy, alkyl, aryl, cyano, halogen, Ci^ haloalkyl and heteroaryl. 

1 8. (original) The compound according to claim 1 wherein: 

Ri is H; 
R 2 is H; 

R4 is methyl, ethyl or trifluoromethyl; and 

R 3 is selected from the group consisting of biphenyl-3-yl, 3-thiophen-2-yl-phenyl, 3- 
bromo-phenyl, 3-iodo-phenyl, 3-chloro-phenyl, 3-fluoro-phenyl, 3,5-difluoro-phenyl, m- 
tolyl, 3-ethyl-phenyl, 3-trifluoromethyl-phenyl, 3,4-difluoro-phenyl, 2,4-difluoro-phenyl, 
2,6-difluoro-phenyl, 2,5-dichloro-phenyl, 3-methoxy-phenyl, 3,5-dichloro-phenyl, 3-cyano- 
phenyl, 3-propenyl-phenyl, 3-hex-l-enyl-phenyl and 3-vinyl-phenyl. 

19. (original) The compound according to claim 1 wherein: 

R, is H; 
R 2 is H; 

R4 is methyl, ethyl or trifluoromethyl; and 
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R 3 is thienyl optionally substituted with C\* alkyl or halogen. 

20. (original) The compound according to claim 1 wherein: 

R, is H; 
R 2 is H; 

R4 is methyl, ethyl or trifluoromethyl; and 

R 3 is selected from the group consisting of thiophen-3-yl, thiophen-2-yl, 4-bromo- 
thiophen-2-yl, 5 -methyl -thiophen-2-yl, 5 -chl oro -thi ophen-2 -y 1 , 5 -bromo-thiophen-3 -yl , 5- 
chloro-thiophen-3 -yl, 4-bromo-5 -methyl-thiophen-2-yl, pyridin-3-yl, furan-2-yl, 4-methyl- 
thiophen-2-yl and 5-methyl-thiophen-3-yl. 

21 . (original) The compound according to claim 1 selected from the group consisting of: 

5-Cyclohex-l -enyl-5-methyl-4-oxo-4,5-dihydro-furan-2-carboxylic acid; 
5-MethyMK)xo-5-thiophen-3-yM,5-dihydro-furan-2-carboxylic acid methyl ester; 
5-MethyMK)xo-5-thiophen-2-yM,5Klihydro-furan-2-carboxylic acid methyl ester; 
5-(4-Bromo-thiophen-2-yl)-5-methyl-4-oxo-4,5-dihydro-furan-2-carboxylic acid 
methyl ester; 

5-(4-Bromo-thiophen-2-yl)-5-methyl-4^)xo^,5Klihydro-furan-2-carboxylic acid; 
5-Methyl-5-(5-methyl-tWophen-2-yl)^-oxo^,5-d^ acid 
methyl ester; 

5-Methyl-5-(5-methyl-tWophen-2-yl)-4^ acid; 
5-(5-CMoro-tWophen-2-yl)-5-methyl-4-oxo-4,5^^ acid 
methyl; ester; 

5 -Cyclopent- 1 -enyl-5 -methyl-4-oxo-4,5 -dihydro-furan-2-carboxylic acid; 
5-Biphenyl-3-yl-5-methyl-4-oxo^,5-dihydro-furan-2-carboxylic acid methyl ester; 
5-Methyl-4-oxo-5-(3-thiophen-2-yl-phenyl)-4,5-dih^ acid 
methyl ester; 

5-(3-Bromo-phenyl)-5-methyl4K)xo-4 5 5^ihydro-furan-2-carboxylic acid methyl 

ester; 

S^S-Bromo-pheny^-S-methyM^xo^^S^ihydro-fiiran^-carboxylic acid; 
5-(3-Iodo-phenyl)-5-methyMK)xo^,5Klihydro-furan-2-carboxylic acid; 
5 -(3 -Chloro-phenyl)-5 -methyl-4-oxo-4,5 -dihydro-fiiran-2-carboxylic acid; 
5 -(3 -Fluoro-phenyl)-5 -methyl-4-oxo-4,5 -dihydro-furan-2-carboxylic acid; 
5-(3,5-Difluoro-phenyl)-5-methyl-4-oxo-4 5 5-dihydro-furan-2-carboxylic acid; 
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5-MethyM<>xo-5-m-tolyM,5^ihycfro-furan-2-carboxylic acid; 

5 -(3 -Ethyl-phenyl)-5 -methyl-4-oxo-4,5 -dihydro-furan-2-carboxy lie acid; 

5 -Methyl-4-oxo-5 -(3 -trifluoromethyl-phenyl)-4,5 -dihydro-furan-2-carboxylic acid; 

5-(5<Moro-tWophen-2-yl)-5-methyM^ acid; 

and 

5-MethyMK)xo-5-thiophen-2-yM,5^ihydro-flu^n-2-carboxylic acid; or 
a pharmaceutically acceptable salt, hydrate or solvate thereof. 

22. (original) The compound according to claim 1 selected from the group consisting of: 

5 -(5-Bromo-thiophen-3 -yl)-5 -methyl-4-oxo-4,5-dihydro-fiiran-2-carboxylic acid 
methyl ester; 

5-(5-Bromo-thiophen-3-yl)-5-methyMK)xo^,5^ihydro-furan-2K:arboxylic acid; 
5 -(5 -Chloro-thiophen-3 -yl)-5 -methyl-4-oxo-4,5 -dihydro-fijran-2 -carboxylic acid 
methyl ester; 

5-(5<3hloro-tMophen-3-yl)-5-methyl4^ acid; 
5-(4-Bromo-5-methyl-tWophen-2-yl)-5-methyMK)xo^,5^ihydro-furan-2- 
carboxylic acid; 

5 -Methyl-4-oxo-5 -thiophen-3 -yl-4,5 -dihydro-furan-2-carboxylic acid; 
5-(4-Fluoro-phenyl)-5-methyMK)xo^,5Kiihydro-furan-2-carboxylic acid; 
5-MethyM-oxo-5-pyridin-3-yl-4,5-dihydro-furan-2 -carboxylic acid; 
5-Ethyl-4-oxo-5-phenyl-4,5-dihydro-furan-2-carboxylic acid; 
5-(2-Fluoro-phenyl)-5-methyl-4-oxo^,5Kiihydro-furan-2-carboxylic acid; 
2-Methyl-3 -oxo-2,3 -dihydro-[2,2 f ]bifuranyl-5 -carboxylic acid; 
5-(3,4-Difluoro-phenyl)-5-methyl-4-oxo-4,5Kiihydro-furan-2-carboxylic acid; 
5-(2,4-Difluoro-phenyl)-5-methyMK)xo^,5-dihydro-furan-2-carboxylic acid; 
5-(2,6-Difluoro-phenyl)-5-methyM-oxo^,5Kiihydro-flu^n-2-carboxylic acid; 
5-(2,5-Dichloro-phenyl)-5-methyM-oxo^,5Klihydro-furan-2-carboxylic acid; 
5-(3-Methoxy-phenyl)-5-methyM-oxo^,5-dihydro-furan-2-carboxylic acid; 
5-MethyM<>xo-5-m-tolyM,5Klihydro-fiiran-2-carboxylic acid methyl ester; 
5-(3-Ethyl-phenyl)-5-methyl-4H3xo^,5Kiihydro-fliran-2-carboxylic acid methyl 

ester; 

5-Cyclohex-l-enyl-5-methyl-4-oxo-4,5-dihydro-fliran-2-carboxylic acid methyl 

ester; 
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5-(3,5-DicMoro-phenyl)-5-methyM^ acid 
methyl ester; 

5 -(3 ,5 -Dichloro-phenyl)-5 -methyl-4-oxo-4, 5 -dihydro-furan-2-carboxylic acid; 
5^34odo-phenyl)-5-methyMK)xo^,5^ihydro-furan-2-carboxylic acid methyl 

ester; 

5-Cyclopentyl-5-methyMK)xo^,5Kiihydro-furan-2-carboxylic acid methyl ester; 
5^yclopentyl-5-methyMK)xo^ 5 5Kiihydro-fiiran-2-carboxylic acid; 
5^3-Cyano-phenyl)-5-methyM-oxo-4,5-dihydro-furan-2-carboxylic acid methyl 

ester; 

5-(3^yano-phenyl)-5-methyMK)xo^,5^ihydro-furan-2-carboxylic acid; 

5-Methyl-4-oxo-5 -[3-propenyl)-phenyl]-4,5-dihydro-furan-2-carboxylic acid; 

5-(4-Bromo-5 -methyl-thiophen-2-yl)-5 -methyl-4-oxo-4,5 -dihydro-furan-2- 
carboxylic acid methyl ester; 

5-Biphenyl-3-yl-5-methyMK)xo-4 5 5-dihydro-furan-2-carboxylic acid; 

5-[3-Hex-l ^yl)-phenyl]-5-methyMK)xo^ 5 5^ihydro-fliran-2-carboxylic acid; 

5-Methyl-5-(4-methyl4hiophen-2-yl)^ acid 
methyl ester; 

5-MethyMK)xo-5-(3-vinyl-phenyl)-4,5-dihydro-furan-2-carboxylic acid; 
5-Methyl-5-(4-methyl-tWophen-2-yl)^K)xo^,5-dihydro-furan-2^arboxylic acid; 
5-Methyl-5-(5-methyl4hiophen-3-yl)^^xo^ 5 5Kiihydro-furan-2-carboxylic acid; 

and 

4-Oxo-5-phenyl-5-trifluoromethyM,5Kiihydro-furaii-2-carboxylic acid; or 
a pharmaceutical^ acceptable salt, hydrate or solvate thereof. 

23. (amended) The compound according to claim 1 wherein said compound is essentially the R 

enantiomer. 

24. (amended) The compound according to claim 1 wherein said compound is essentially the S 

enantiomer. 

25. (amended) A pharmaceutical composition comprising a compound according to any one of 

claims 1 and 1 7 to 24 in combination with a pharmaceutically acceptable carrier. 
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26. (original) A pharmaceutical composition according to claim 25 further comprising an agent 

selected from the group consisting of ct-glucosidase inhibitor, aldose reductase inhibitor, 
biguanide, HMG-CoA reductase inhibitor, squalene synthesis inhibitor, fibrate, LDL 
catabolism enhancer, angiotensin converting enzyme inhibitor, insulin secretion enhancer 
and thiazolidinedione. 

27. (amended) A method of treatment of a metabolic-related disorder comprising administering 

to an individual in need of such treatment a therapeutically-effective amount of a 
compound according to claim 1 . 

28. (original) The method according to claim 27 wherein said metabolic-related disorder is 

selected from the group consisting of dyslipidemia, atherosclerosis, coronary heart disease, 
insulin resistance, obesity, impaired glucose tolerance, atheromatous disease, hypertension, 
stroke, Syndrome X, heart disease and type 2 diabetes. 

29. (original) The method according to claim 27 wherein said metabolic-related disorder is 

selected from the group consisting of dyslipidemia, atherosclerosis, coronary heart disease, 
insulin resistance and type 2 diabetes. 

30. (original) The method according to claim 27 wherein said metabolic-related disorder is 

atherosclerosis. 

3 1 . (amended) A method of modulating a RUP25 receptor comprising contacting said receptor 

with a compound according to claim 1 . 

32. (amended) A method of modulating a RUP25 receptor for the treatment of a metabolic-related 

disorder in an individual in need of such modulation comprising contacting said receptor 
with a therapeutically-effective amount of a compound according to claim 1. 

33. (amended) The method according to claim 32 wherein said compound is an agonist. 

34. (original) The method according to claim 33 wherein said agonist is a partial agonist. 
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35. (amended) A method of raising HDL in an individual comprising administering to said 
individual a therapeutically-effective amount of a compound according to claim 1 . 

Claims 36 to 47 are cancelled. 



48. (amended) A method of producing a pharmaceutical composition comprising admixing a 
compound according to claim 1 and a pharmaceutically acceptable carrier. 
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